A recent multicentre placebo-controlled trial by Rolnick et al. has indicated that taking 150 mg aspirin daily in women at high risk of pre-eclampsia reduced the incidence of the disease from 4.3% to 1.5% in comparison with placebo. Although the findings of this study are important, a high proportion of women withdrew their consent and not all safety outcomes have been reported. This journal watch article discusses the paper in more detail.
Pre-eclampsia is a pregnancy-specific multisystem condition, associated with significant morbidity for both the mother and fetus. Delivery is currently the only definitive treatment; however, previous studies have indicated that its incidence can be reduced by 10% 3 -50% 4, 5 by administration of prophylactic low-dose aspirin early in pregnancy to high-risk women. The maximum benefit of aspirin has previously been found to be conferred when commenced prior to 16 weeks' gestation. 4, 5 Rolnick et al. conducted a multicentre double-blind placebocontrolled trial which randomised, 1776 women with singleton pregnancies at high risk of pre-eclampsia to receive 150 mg aspirin daily or placebo every night from 11 to 14 weeks until 36 weeks' gestation. 1 Patients were deemed to be at high risk based on an algorithm combining: maternal factors, mean arterial pressure, uterine artery pulsatility index, serum pregnancy-associated plasma protein A and placental growth factor. The primary outcome was pre-eclampsia culminating in delivery before 37 weeks' gestation. Treatment with aspirin was found to significantly reduce the incidence of preterm preeclampsia from 4.3% in the placebo group to 1.5% in the treatment group (odds ratio in the aspirin group 0.38; 95% confidence interval, 0.2 to 0.74; P ¼ 0.004). No effect on the incidence of term preeclampsia was noted.
In addition, the group published a second paper assessing whether there were differences in the effect of aspirin on the incidence of preterm pre-eclampsia in certain subgroups: maternal age <30 and 30, BMI <25 and 25, racial origin, method of conception, smoking, family history of preterm pre-eclampsia, obstetric history, and history of chronic hypertension (present and past). 2 They reported aspirin to be beneficial in all subgroups with the exception of chronic hypertension. In the chronic hypertensive cohort, preterm preeclampsia occurred in 10.2% (5/49) in the aspirin group and 8.2% (5/61) in the placebo group (adjusted odds ratio 1.29, 95% confidence interval 0.33-5.12). In those without chronic hypertension, preterm pre-eclampsia occurred in 1.1% (8/79) in the aspirin group and 3.9% (30/761) in the placebo group (adjusted odds ratio, 0.27; 95% confidence interval, 0.12-0.60). However, the statistical power for detecting effects in these smaller subgroups was poor.
Although these findings are significant, it should be noted that 8.6% of women, withdrew their consent during the course of the study and were excluded from the analyses. The reasons for this are not discussed but may be related to the fact that aspirin had previously been shown to reduce the incidence of pre-eclampsia and if eligible women elected to participate there was a 50% chance they may have been deprived of this benefit. This may be particularly relevant as aspirin is freely available as an over-the-counter medication which women could purchase independently. Although the authors state that a sensitivity analysis performed to evaluate the effect of the withdrawals showed no substantive difference from the primary analysis, of the 152 women who withdrew consent, 74 did not want any of their data to be reported. The impact on the validity of the sensitivity analysis should therefore be questioned.
A dose of 150 mg of aspirin was used in this trial which is in contrast to the current NICE guidance (75 mg) 6 and ACOG recommendations (60-80 mg). 7 Recent work by Roberge et al. has indicated unknown whether the dosing should be altered in relation to patient's body mass index. Studies in non-pregnant participants have indicated that platelet responsiveness is reduced in obese patients. Although the subgroup analysis by Poon et al. found no effect of BMI on the effectiveness of aspirin, only two groups were analysed (BMI <25 and BMI 25) and numbers were small (5/311 women who took aspirin developed pre-eclampsia as opposed to 14/338 who took placebo in women who had a BMI <25 kg/m 2 , and 8/487 women who took aspirin developed pre-eclampsia as opposed to 21/484 women who took the placebo who had a BMI 25 kg/m 2 ). Further studies are therefore required to allay concerns regarding, optimal dosage (75 mg versus 150 mg), efficacy in different population groups, perinatal and other safety outcomes.
Regarding translation into clinical practice, the identification of patients at high risk of pre-eclampsia in this study was done by means of an algorithm comprising both serum and ultrasonographic predictors, not all of which are currently used in routine clinical practice, such as placental growth factor, and the timings of investigations in current clinical practice are also different (for example, uterine artery Doppler Pulsatility Index is not routinely performed at 11-13 weeks' gestation in most units). The cost implications of undertaking these additional measurements also need to be considered and a cost benefit analysis should be performed before it is introduced into clinical practice.
The findings of this paper, that treatment with 150 mg nocte of aspirin in high-risk women results in a lower incidence of preterm pre-eclampsia than placebo, and the performance of this predictive/ preventative model can be reproduced, are likely to have a significant impact on both maternal and perinatal outcomes.
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